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ABBREVIATIONS

Abbreviation or Term

Definition

AE adverse event

ALT (SGPT) alanine aminotransferase (serum glutamic pyruvic transaminase)
ALP alkaline phosphatase

AST (SGOT) aspartate aminotransferase (serum glutamic oxaloacetic transaminase)
AUC area under the curve

BOR best overall response

CBR clinical benefit rate

CDS8T tumor killing CD8+ T cell

CLIA Clinical Laboratory Improvement Amendments
Cnax maximum concentration

CFR Code of Federal Regulations

CI confidence interval

CL clearance

CNS central nervous system

CR complete response

CT computed tomography

CTCAE Common Terminology Criteria for Adverse Events
CTLA-4 cytotoxic T-lymphocyte-associated protein 4

DCI data collection instrument

DLT dose limiting toxicity

DOR duration of response

ECG electrocardiogram

ECOG Eastern Cooperative Oncology Group

eCRF electronic case report form

EOA end of administration

EOT end of treatment

EMA European Medicines Agency

ET early termination
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Abbreviation or Term

Definition

FDA Food and Drug Administration

FFPE formalin-fixed paraffin-embedded

GCP Good Clinical Practice

GGT gamma-glutamyl transferase

HBsAg hepatitis B surface antigen

HCV hepatitis C virus

HED human equivalent dose

HIV human immunodeficiency virus

HLA human leukocyte antigen

hr hour(s)

ICF informed consent form

ICH International Conference on Harmonisation
IHC Immunohistochemistry

IEC independent ethics committee

IL-2 interleukin-2

IL2Ra IL-2 receptor alpha subunit

IL2Rp IL-2 receptor beta subunit

IND Investigational New Drug

irAE immune-related adverse event

IRB institutional review board

v intravenous

kg Kilogram

LDH lactate dehydrogenase

LVEF Left ventricular ejection fraction

MAD maximum administered dose

MCH mean corpuscular hemoglobin

MCHC mean corpuscular hemoglobin concentration
MCV mean corpuscular volume

MedDRA Medical Dictionary for Regulatory Activities

Nektar Therapeutics
Confidential and Proprietary

Page 11 of 84
24 Oct 2016




Protocol No. 15-214-01 Amendment 4.0

NKTR-214

Abbreviation or Term Definition
min minute(s)
mg milligram
mL milliliter
mmHg millimeters of mercury
MRI magnetic resonance imaging
MTD maximum tolerated dose
MUGA multigated acquisition
NCI National Cancer Institute
NK natural killer
NSCLC non-small cell lung cancer
ORR objective response rate
(0N overall survival
OTC over-the-counter
PD progressive disease
PD-1 programmed cell death protein 1
PEG polyethylene glycol
PFS progression-free survival
PK pharmacokinetic
PR partial response
PT prothrombin time
PTT partial thromboplastin time
ql4d every 14 days
q21d every 21 days
q28d every 28 days
QTcF Fridericia’s corrected QT interval
RCC renal cell carcinoma
RECIST Response Evaluation Criteria in Solid Tumors
rhIL-2 Recombinant human interleukin 2
RP2D recommended Phase 2 dose
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Abbreviation or Term

Definition

SAE serious adverse event

SD stable disease

SLD sum of the longest diameters

SOP standard operating procedure
SUSAR suspected unexpected serious adverse reaction
ty, terminal elimination phase half-life
TTE transthoracic echocardiogram

T nax time to maximum concentration
Treg regulatory T cell

TEAE treatment emergent adverse event
TTR time to response

ULN upper limit of normal

uSp United States Pharmacopeia

TIL tumor-infiltrating lymphocyte

Vy volume of distribution
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1.0

NKTR-214

STUDY SYNOPSIS

Name of Sponsor:

Nektar Therapeutics

Name of Finished Product:

NKTR-214 drug product

Name of Active Ingredient:

NKTR-214 drug substance

Title of Study:

A Phase 1/2, Open-label, Multicenter, Dose Escalation and Dose Expansion Study of
NKTR-214 in Subjects with Locally Advanced or Metastatic Solid Tumor
Malignancies

Duration of Treatment:

Subjects will be treated until unacceptable toxicity, or disease progression per
Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1 (treatment may
continue if there is clinical benefit as determined by the Investigator).

Phase of Development:

Phase 1/2

Objectives: The primary objectives are:

o To evaluate the safety and tolerability, and define the maximum tolerated dose
(MTD) of NKTR-214

e To evaluate the efficacy of NKTR-214 by assessing the objective response rate
(ORR) at the MTD or the dose below the MTD

The secondary objectives are:

o To evaluate the efficacy of NKTR-214 by assessing best overall response (BOR),
I duration of response (DOR), clinical benefit rate
(CBR), time to response (TTR), I

e To characterize the pharmacokinetic (PK) profile of NKTR-214 and relevant
metabolites

e To assess the immunogenicity of NKTR-214

The exploratory objectives are:

e To assess the immunologic effect of NKTR-214 in tumor tissue on tumor-
infiltrating lymphocytes (TIL)

e To assess the immunologic effects of NKTR-214 in blood, including effects on
cytokines, natural killer (NK) cells, T-cells, and other serum proteins and immune
modulators

Study Population Adults age 18 and older with histologically confirmed locally advanced or metastatic

solid tumors in Part 1 (Dose Escalation) and renal cell carcinoma (RCC) in Part 2

(Dose Expansion) who have measurable disease

Number of Subjects Part 1: Approximately 50 subjects will be enrolled into the dose escalation phase of
(planned): the study.

Part 2: Approximately 50 subjects will be enrolled into the dose expansion phase of

the study.

Number of Study Sites: Approximately 3 clinical study sites for dose escalation cohorts; up to 15 additional
sites may be added for the dose expansion cohort.
Countries: USA

Nektar Therapeutics
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Study Design:

This is a Phase 1/2, open-label, multicenter, dose escalation and dose expansion study
of NKTR-214 in subjects with locally advanced or metastatic solid tumor
malignancies. The study will be conducted in 2 parts: Part 1, Dose Escalation and
Part 2, Dose Expansion.

Part 1: Sample Dose Escalation Scheme

Cohort NKTR-214 Dose
Cobhort 1 0.003 mg/kg
Cohort 2 0.006 mg/kg
Cohort 3 0.012 mg/kg
| |
[ |
[ ]

The Sponsor and at least one Investigator will jointly decide the following:

e Dose levels for a given cohort may be reduced by 25-50% depending on the
severity, duration and frequency of toxicities observed at the previous dose level as
well as the pharmacokinetic (PK) profile, if available.

o In the event that MTD is not determined at the highest dose level listed in the table,
dose escalation at no more than 100% higher than previous dose may continue.

o The schedule of dosing can be modified to every 14 days or every 28 days based
on a review of the safety data and available PK data.

e Once the MAD has been reached, lower doses and different dose schedules may be
assessed, within the anticipated total number of subjects of approximately 50.

Dose escalation will proceed as follows for each dose level:

Number of Subjects with
a dose-limiting toxicity
(DLT) at a Given Dose

Level

Dose Escalation Decision Rule

0 out of 3 Enter 3 subjects at the next higher dose level.

Enter at least 3 more subjects at the current dose level.
If 0 of these 3 additional subjects experience DLT,
proceed to the next higher dose level. If 1 or more of
this group suffers a DLT, then the dose escalation is
stopped, and this dose is declared the maximum
administered dose (MAD). Three (3) additional
subjects will be entered at a lower dose level if only 3
subjects were treated previously at that dose.

1 out of 3

Dose escalation will be stopped. This dose level will be
declared the MAD. Three (3) additional subjects will be
entered at a lower dose level if only 3 subjects were
treated previously at that dose.

Nektar Therapeutics
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<1 out of 6 at highest dose | This is the MTD. At least 6 subjects must be entered at
level below the maximally |this dose level before declaring it as the dose for part 2
administered dose dose expansion.

For each dose escalation cohort, the first subject enrolled to the cohort will be treated
on Cycle 1 Day 1 and monitored for tolerance through Cycle 1 Day 5 prior to dosing
of the additional subjects at that dose level. Safety data from Cycle 1 will be utilized
to assess dose escalation for each new cohort.

A DLT is defined as a Grade 3 or higher study-drug-related or possibly related
adverse event (AE) occurring within the first cycle of dosing (excluding Grade 3/4
transient lymphopenia < 14 days in duration, tumor flare defined as local pain,
irritation, or rash localized at sites of known or suspected tumor, a transient,
reversible < grade 3 infusion AE (< 24 hours), non-clinically significant laboratory
abnormalities, or fatigue lasting less than 72 hours) using National Cancer Institute
(NCI) Common Terminology Criteria for AEs (CTCAE) version 4.03.

Part 2: Dose Expansion

Enrollment into the renal cell carcinoma cohort may commence once the MTD or
RP2D has been determined.

Subjects in the dose expansion cohort will be treated every 21 days (q21d), every 14
days (q14d), or every 28 days (q28d) until tumor progression (treatment may
continue if there is clinical benefit as determined by the Investigator), death,
unacceptable toxicity, symptomatic deterioration, achievement of maximal response,
subject’s choice, the Investigator’s decision to discontinue treatment, the subject
withdraws consent or Nektar Therapeutics decides to terminate the trial.

Key Inclusion Criteria:

For Parts 1 and 2:
o Willing and able to provide written informed consent.

o Histologically confirmed diagnosis of a locally advanced (not amenable to curative
therapy such as surgical resection) or metastatic solid tumor.

e Male or female patients, age 18 years or older at the time of signing the informed
consent form (ICF).

o Life expectancy > 12 weeks.

e Patients must not have received interleukin-2 [IL-2] therapy within 12 months of
Cycle 1 Day 1.

o Eastern Cooperative Oncology Group (ECOG) performance status 0 to 1.
e Measurable disease per RECIST version 1.1.
For Part 2 only:

Renal Cell Carcinoma (RCC)

a. Histologically confirmed diagnosis of unresectable or metastatic RCC with
predominantly clear cell elements.

b. Must have received only 1 prior line of anti-angiogenic therapy

Must not have received prior immunotherapy with immune-modulators
including but not limited to checkpoint inhibitors such as anti-PD-1,
anti-PD-L1, anti-CTLA-4 antibody and any other antibody or drug
specifically targeting T cell co-stimulation or checkpoint pathways,
indoleamine 2,3-dioxygenase pathway inhibitors, cancer vaccines, adoptive
cell therapies, and cytokine therapies.

Nektar Therapeutics
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Test Product, Dose and
Mode of Administration:

NKTR-214; Starting dose of 0.003 mg/kg intravenous (IV) infusion administered
over 15 (£ 5) minutes q21d

Safety:

Assessment of safety will be determined by an ongoing review of the following:
¢ incidence of AEs, including serious AEs (SAEs)

o clinical laboratory tests (blood and urine sampling)

e vital signs

o clectrocardiograms (ECG) and echocardiograms

¢ physical examination

Pharmacokinetics:

Blood samples for PK analyses will be collected from all subjects enrolled in the dose
escalation and dose expansion phases. Serial PK samples will be collected at
multiple scheduled time points. Plasma concentrations of NKTR-214 and its
metabolites will be measured for each plasma PK sample using validated method(s).
Pharmacokinetic parameters such as maximum concentration (C,,), time to
maximum concentration (T,.y), area under the curve (AUC), clearance (CL), volume
of distribution (V), and half-life (t,) will be estimated from plasma concentration-
time data where possible.

Pharmacodynamics:

Systemic and tumor tissue based pharmacodynamic effects of NKTR-214 will be
examined.

Blood samples for systemic pharmacodynamic analyses will be collected pre- and
post-NKTR-214 treatment from all subjects enrolled to assess the effects of
NKTR-214 on markers of immune system activation, cytokines and immune cell
populations.

Fresh tumor tissue will be collected pre- and post-NKTR-214 treatment in consenting
subjects for characterization of TILs, and immune system-related genes and proteins.

In addition, archival tumor tissue samples will be collected from all subjects for
analysis of immune system-related genes and proteins.

Efficacy:

Tumor measurements will be performed every 8 weeks + 7 days. The primary
efficacy measurement will be objective response rate (ORR) by tumor type. ORR by
dose group will be descriptively presented. Other efficacy outcomes will include:

o Dbest overall response (BOR)

* I
o duration of response (DOR)
clinical benefit rate (CBR)

e time to response (TTR)

° I

e tumor markers (e.g., LDH in melanoma) as an exploratory endpoint

Statistical Methods:

Safety:

The primary safety analyses will include incidence of DLTs by dose cohort. Safety
analyses will summarize the incidence, grade and duration of toxicities according to
the National Cancer Institute Common Terminology Criteria for AEs (NCI-CTCAE),
version 4.03. All AEs will be listed and tabulated by system organ class, preferred
term, and coded according to the Medical Dictionary for Regulatory Activities
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(MedDRA). The incidence of AEs will be tabulated and reviewed for potential
significance and clinical importance. Vital signs (including change in weight) and
clinical laboratory test results will be listed and summarized descriptively by dose
(for the dose escalation phase) and by tumor type (for the dose expansion phase).
Any significant physical examination findings will be listed. ECG data will be
evaluated by central review. Abnormalities, if present, will be listed. A separate
listing and summary of all immune-related AEs (irAEs) will be provided.

Efficacy:

Efficacy assessments will be summarized separately for the dose escalation and dose
expansion cohorts. In order to assess preliminary efficacy, the primary efficacy
outcome measurement ORR, and the secondary efficacy outcomes, BOR, CBR, and
TTR, will be tabulated by dose and tumor type. |

Individual tumor measurements, tumor size
and percent changes in tumor size will be listed. Changes in tumor size will be
presented graphically for each specific tumor type. ORR and BOR will each be
estimated based on the response evaluable population which is defined as subjects
with measurable disease at baseline who receive the study drug and also have one
post-baseline assessment of tumor response or are withdrawn due to progressive
disease/death prior to first response assessment. DOR will be estimated for subjects
who achieve complete response (CR) or partial response (PR). Other secondary
efficacy analyses will be based on the all treated population and may be done for the
response evaluable population as sensitivity analyses.

Pharmacokinetic parameters will be tabulated and summarized with descriptive
statistics by dose level. Values for biomarker expression will be calculated at each
observation time. Changes in expression from screening to each observation time
will be assessed.

Nektar Therapeutics
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1.1 Study Schematic

Figure 1: Study Schematic — Dose Escalation
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a. Pre-treatment safety assessments will occur on Day 1 of each cycle. Pre-treatment biopsy of a non-target lesion will be performed prior to Cycle 1, Day 1. Study drug
will be given as a 15-minute (+ 5 minute) intravenous infusion.

b. Safety and PK assessments will occur in-clinic on Days 1-5, 8, 11, and 15 of Cycles 1 and 2. In-clinic visits to assess safety and PK will occur only on Day 8 of all
other cycles.

c. Biopsy of a non-target lesion will be performed at Week 3 (7 to 1 days prior to Cycle 2, Day 1) unless tumor is inaccessible. Additional biopsies may be performed at
the time of progression. Pre- and post-treatment biopsies should be taken from the same lesion, if feasible.

d. Disease will be assessed every 8 weeks (= 7 days) from screening until documentation of progressive disease (PD) (treatment may continue if there is clinical
benefit), withdrawal of consent or death.

e. End of Treatment visit will occur 30 days (+ 10 days) after the last dose of study drug.

f.  Every three months (+7 days) following the End of Treatment Visit, subjects will be contacted to assess progression via RECIST (if not determined during study
treatment), receipt of subsequent anti-cancer therapy, and resolution of all toxicity attributable to study drug.

g. Vital signs will be assessed on Days 6, 7. 9, and 10 of Cycles 1 and 2 either in-clinic or using home health care visits.
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Figure 2: Study Schematic — Dose Expansion
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a. Pre-treatment safety assessments will occur on Day 1 of each cycle. Pre-treatment biopsy of a non-target lesion will be performed prior to Cycle 1, Day 1.
Pre-treatment stool sample will be collected prior to Cycle 1, Day 1. Study drug will be given as a 15-minute (£ 5 minute) intravenous infusion.

b. Safety and PK assessments will occur in clinic on Days 2. 3, 4, 5. 8, 11, and 15 of Cycles 1 and 2. In-clinic visits to assess safety and PK will occur only on Day 8 of

all other cycles.

c. Biopsy of a non-target lesion will be performed at Week 3 (7 to 1 days prior to Cycle 2. Day 1) unless tumor is inaccessible. There is 1 optional biopsy at the time of

progression. Pre- and post-treatment biopsies should be taken from the same lesion, if feasible.

d. Disease will be assessed every 8 weeks ( 7 days) from screening until documentation of progressive disease (PD) (treatment may continue if there is clinical

benefit), withdrawal of consent or death.
e. End of Treatment visit will occur 30 days (+ 10 days) after the last dose of study drug.

f.  Every three months (+ 7 days) following the End of Treatment Visit, subjects will be contacted to assess progression via RECIST (if not determined during study

treatment), receipt of subsequent anti-cancer therapy. and resolution of all toxicity attributable to study drug.
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Figure 3: Study Schematic
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1.2 Schedule of Assessments

NKTR-214

Table 1: Schedule of Visits and Procedures Dose Escalation (Phase 1)
Cycle 3 and
Assessment Period Screening Cycle 1 and Cycle 2 Beyond Post-treatment
End of | Follow-
Day Day | Day | Day | Day | Day (Day|Day | Day | Day | Day | Day | Day | Day | Day | Day | Day | Treatment up
Study Days” -28 to -1 1 2 3 4 5 6 | 7 8 9 10 | 11 | 15 | 22b 1 8 | 22" | (+10days) | 3 mo

Informed consent® X
Inclusion/exclusion criteria X X
Demographics X
Medical/cancer history® X
Medication history® X
Physical examination" X X X X X X X X | X® X X X X X
Vital signs” X X | X | X | X | X [ X|X| X | X | X | X |[x| X | X|X|X X
ECOG performance status X X
ECG’ X X X X X X X X | Xt X X X X X
ECHO* X X
Pregnancy test' X X X X
Hematology™ X X X X X X | X® X X X X X
Serum chemistry” X X X X X | X® X X X X X
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Table 1: Schedule of Visits and Procedures Dose Escalation (Phase 1) (Cont'd)

Cycle 3 and
Assessment Period Screening Cycle 1 and Cycle 2 Beyond Post-treatment

End of | Follow-
Day Day | Day | Day | Day | Day |Day|Day| Day | Day | Day | Day | Day | Day | Day | Day | Day | Treatment up

Study Days” -28 to -1 1 2 3 4 5 6 7 8 9 10 11 15 | 22b 1 8 22" | (+10 days) | 3 mo
Coagulation® X X X X X | X& X X X X X
Additional labs® X X XP X
Urinalysis (dipstick)® X X X X
Serology" X
Archival tumor tissue

L s X
collection
Tumor biopsy if accessible' X! X X' X'
Immunogenlcl"[y serum X Xt XU X X
sample collection
Tumor assessment” X Every 8 weeks X

(+7d)

AEs" X
Concomitant medications X X
Bloma?ker blood sample X X X X
collection
PK blood sample®” X X X X X X X | X® X X X
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Table 1: Schedule of Visits and Procedures Dose Escalation (Phase 1) (Cont'd)
Cycle 3 and
Assessment Period Screening Cycle 1 and Cycle 2 Beyond Post-treatment
End of | Follow-
Day Day | Day | Day | Day | Day |Day|Day| Day | Day | Day | Day | Day | Day | Day | Day | Day | Treatment up
Study Days” -28 to -1 1 2 3 4 5 6 7 8 9 10 11 15 | 22b 1 8 22" | (+10 days) | 3 mo

Adr.nlnlste.r ﬂui;is and X X X X X Days
advise patients 1-5
NKTR-214
administration™ X X
Quarterly follow-up X
Footnotes:

a. The acceptable visit window is + 1 days for Day 11 and £1 day for Day 8 and Day 15 and & 7 days for the follow-up visit post-treatment. Visits may be skipped or
postponed if prospectively identified by the Investigator (e.g., national holidays, subject vacations). If Day 4 visit is missed then Day 4 assessments must be done at
the next in-clinic visit. All procedures and examinations should be performed before the administration of study drug(s), except as indicated below.

b. Assessments only applicable if dosing cycle is changed to 28-day cycle.
c. The Institutional Review Board (IRB)-approved informed consent form (ICF) must be signed before any study-specific procedures or examinations are performed.

An event occurring after the subject has provided informed consent, but before the first dose of study treatment, will be collected as medical history unless the event
is either new and attributed to protocol-mandated procedures by the Investigator OR there is a significant change in the rate of occurrence or an increase in the
severity of the pre-existing condition which is judged to be clinically important and attributed to the protocol-mandated procedures by the Investigator. Any new or
clinically significant changes in the subject’s medical and/or cancer history that occur immediately after the first dose of drug will be recorded as AEs.

Include prior cancer treatments: previous immunotherapy, chemotherapy, targeted therapy, radiation, OTC medications, herbs and dietary supplements.

f.  Physical examinations at screening/baseline, at day 1 of each cycle, and at end of treatment should be complete assessments (evaluate all major organ systems,
including the following categories: general, head, eyes, ears, mouth/throat, neck, heart, lungs, abdomen, lymph nodes, joints, extremities, integumentary, neurologic,
and psychiatric). Other examinations may be focused, at the discretion of the Investigator, to identify changes from baseline or evaluate changes based on the
subject’s clinical symptoms. Weight is to be reported at each visit, height at screening/baseline visit only.

g.  Assessments not applicable if dosing cycle is changed to 14-day cycle.
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S.

Vital signs include temperature, pulse, respiration, systolic and diastolic blood pressure, and oxygen saturation. On dosing days, monitor the subject for 1 hour
postdosing and record vital signs at the end of the hour. However, if the subject experienced a Grade > 2 infusion-related reaction or hypotension during the study
drug administration, the patient may be monitored for 24 hours per clinical judgment. Per clinical judgment, additional monitoring might be implemented for
subsequent cycles.

Vital signs will be assessed on days 6, 7, 9, and 10 of Cycles 1 and 2 either in-clinic or using home health care visits.

A 5-minute summary ECG will be performed for all subjects at screening and during the 5 minutes prior to the time points of predose, 0.5 hr + 5 min, 3 hr + 10 min,
6 hr + 2 hr on Day 1 of Cycles 1 and 2 and on Days 2, 3,4, 5, 8, 11, and 15 of Cycles 1 and 2. A 5-minute summary ECG starting 5 minutes before the predose
timepoint will be performed on Days 1 and 8 of Cycle 3 and beyond, including End of Treatment (EOT). Frequency of ECGs may be increased if clinically
indicated. Prior to performing ECGs, subjects should rest in the supine position for at least 5 minutes. All ECGs should be taken prior to the PK draw.

Stress echocardiogram (either exercise or nuclear) will be performed for all subjects within 60 days prior to Cycle 1 Day 1 and at EOT to assess for cardiac function
and left ventricular ejection fraction (LVEF). At the discretion of the Investigator, patients who are unable to perform a stress echocardiogram may instead have a
multigated acquisition (MUGA) scan or transthoracic echocardiogram (TTE). The same assessment method should be used for the same subject throughout the
study.

For women of childbearing potential, serum B-HCG pregnancy test is required at screening. Urine or serum pregnancy tests to be performed on Day 1 of each
subsequent cycle and EOT. A pregnancy test does not need to be performed on women who are postmenopausal for at least 1 year or surgically sterile for at least
3 months before signing the ICF.

Hematology performed at the indicated times by local laboratory: red blood cell (RBC) count, hemoglobin (Hgb), hematocrit (Hct), mean corpuscular volume
(MCV), platelet count, white blood cell (WBC) count, and WBC differential (neutrophils, lymphocytes, monocytes, eosinophils, and basophils), mean corpuscular
hemoglobin (MCH), mean corpuscular hemoglobin concentration (MCHC) (Appendix 1). If hematology demonstrates CTCAE grade 3/4 cytopenias, increase
frequency to daily monitoring as clinically appropriate. Hematology assessments scheduled for the day of study drug dosing must be available and assessed for
toxicity before dosing. The sampling for hematology assessment can be drawn up to 24 hours prior to dosing.

Serum chemistry performed at the indicated times by local laboratory: sodium, potassium, calcium, chloride, creatinine, calculated creatinine clearance
(Cockceroft-Gault), total bilirubin, albumin, alkaline phosphatase, CO2 or bicarbonate, lactate dehydrogenase (LDH), aspartate aminotransferase (AST), alanine
aminotransferase (ALT), glucose, blood urea nitrogen (BUN), total protein (TP), gamma-glutamyl transferase (GGT), and uric acid (Appendix 1).

Coagulation performed at the indicated times by local laboratory: partial thromboplastin time and prothrombin time (Appendix 1).

Additional tests performed at Screening, on Day 15 of Cycle 1 and 2, and at End of Treatment: thyroid stimulating hormone, lipase, amylase, free thyroxine (T4),
creatine kinase, HLA typing (only at screening) and on Day 1 beginning from Cycle 4 (Appendix 1).

Microscopy is required only to follow-up clinically significant urine dipstick findings. List pH, specific gravity, protein, glucose, ketones, bilirubin, blood, and
leukocyte esterase (Appendix 1).

Serology tests include hepatitis B surface antigen (HBsAg), hepatitis C virus antibody (anti-HCV), and human immunodeficiency virus (HIV) antibody
(Appendix 1).

Unstained formalin-fixed, paraffin embedded, archival tumor tissue sections on slides are acceptable.
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aa.

One pre-treatment tumor tissue biopsy will be collected during screening (Cycle 1 Day 1 to 28 days). If a pre-treatment biopsy was collected within 28 days, tumor
sections can be provided. One on-treatment tumor tissue biopsy will be collected at Week 3 (7 to 1 days prior to Cycle 2 Day 1). An additional tumor tissue biopsy
may be collected at the time of progression. All tumor biopsies will be collected from the same non-target lesion, if feasible. Exceptions will be made with Medical
Monitor approval for tumors that are inaccessible.

The screening immunogenicity sample should be drawn within 14 days prior to Day 1 Cycle 1. No immunogenicity sample will be drawn at pre-dose on
Cycle 1 Day 1. Immunogenicity samples will be drawn at pre-dose on Cycle 2 Day 1, pre-dose on Day 1 of all odd-numbered cycles thereafter (e.g., Cycles 3, 5, 7,
etc.), and at End-of-Treatment and Follow-up.

Tumor assessment at screening then every 8 weeks (+ 7 days) and End-of-Treatment (unless scan done within 4-weeks). To ensure comparability, the baseline
radiographs/scans and subsequent radiographs/scans to assess response should be performed using identical techniques. In the event of a partial response (PR) or
complete response (CR), confirmatory radiographic imaging should be completed at least 4 weeks from imaging showing a CR or PR. If the subject discontinues
treatment for a reason other than Progressive Disease, imaging will be conducted every 3 months until progressive disease is noted or start of new treatment.

Any new or clinically significant changes in the subject’s medical and/or cancer history that occur immediately after the first dose of drug will be recorded as AEs.
All AEs, including serious AEs (SAEs), will be recorded immediately after the first dose of study drug until 30 days after the last dose of study medication. An SAE
related to study procedures or study conduct must be reported to Nektar Therapeutics if it occurs prior to first dose of study drugs. SAEs must be reported as
described in Section 8.7 of the protocol. Treatment-related AEs ongoing at the post-treatment visit should be followed to resolution or until the Investigator considers
them “chronic” or “stable”.

Biomarker sample will be drawn prior to dose on Day 1 and on Day 8 & 3 days. In addition, biomarker samples will be collected prior to dose on Day 1 of Cycle 3
and all odd-numbered cycles thereafter (e.g., Cycles 3, 5, 7, etc.). If the optional tumor biopsy at disease progression is collected, collect an additional biomarker
sample at the same time.

Blood samples (2 mL) for PK analyses will be collected in all cycles, with more intense sampling in Cycles 1 and 2. PK sample times are as follows: Cycle 1 and
Cycle 2 Day 1: predose, end of administration (EOA + 2 min), 0.5 hr = 5 min, 3 hr = 10 min, 6 hr + 2 hr, and 2, 3,4, 5, 8, 11, and 15 days postdose. Cycle >3:
predose, EOA (£ 2 min), Day 8, and End of Treatment. On Days 2 and 3 of Cycles 1 and 2, 4 mL of blood will be drawn instead of the usual 2 mL. The blood draws
should occur as close to 30 or 38 hours post dose as possible.

In the event of a possible study-drug-related SAE throughout the study, additional PK blood samples may be drawn as close to the event as possible to help
characterize any possible relationships between drug exposure and the clinical event.

Administer at least 2 liters of fluid (IV or self-administered orally [e.g., fluid containing electrolytes]) for Days 1 to 5 of every cycle. Advise subjects to restrain from
strenuous activity and avoid long hot showers and saunas for Days 1 to 5 of every cycle. A Patient Wallet Card is available that contains important safety
information.

bb. Administer NKTR-214 at the subject’s assigned dose level as an intravenous infusion over 15 minutes + 5 minutes.
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Table 2: Schedule of Visits and Procedures Dose Expansion (Phase 2)
Assessment Period Screening Cycle 1 and Cycle 2 Cycle 3 and Beyond Post-Treatment
End of
Day Day | Day | Day | Day | Day Day Treatment Follow-up
Study Days” -28to 1 Day 1| Day2 |Day3 |Day4| 5 8 11 15 22" |Day1|Day8 | 22° (+10 days) 3 mo
Informed consent® X
Inclusion/exclusion criteria X X
Demographics X
Medical/cancer history® X
Medication history® X
Physical examination® X X X Xe X X X X X
Vital signsh X X X X X X X X X X X X X X
ECOG performance status X X
ECG' X X X X X X X X X X X X X X
ECHO' X X
Pregnancy test® X X X X
Hematology' X X X X X | X | X X8 X X X X X
Serum chemistry™ X X X Xe X X X X X
Coagulation” X X X X X X X X X X
Additional labs® X X X° X
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NKTR-214

Table 2: Schedule of Visits and Procedures Dose Expansion (Phase 2) (Cont'd)
Assessment Period Screening Cycle 1 and Cycle 2 Cycle 3 and Beyond Post-Treatment
End of
Day Day | Day | Day | Day | Day | Day Day Treatment Follow-up
Study Days” -28to 1 Day1|Day2|Day3| 4 5 8 11 15 22" |Day1|Day8| 22" (+10 days) 3 mo
Urinalysis (dipstick)” X X X X
Serology? X
Archival tumor tissue
N X
collection
Tumor biopsy if accessible® X X X
Immunogenlcl.ty serum x X! Xt X e
sample collection
Tumor assessment" X Every 8 weeks (+ 7d) X
AEs’ > X
Concomitant medications X > X
Bloma?ker blood sample Xxv X¥ X¥ X
collection
Stool sample collection X*
PK blood sample®”* X X X X X X | Xx® X X X
Admmier fluids and advise X X X X X Days
patients 1-5
NKTR-214 administration™ X X
Quarterly follow-up X
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Footnotes:

a.

02

The acceptable visit window is + 1 day for Day 11 and 1 day for Day 8 and Day 15 and & 7 days for the follow-up visit post-treatment. Visits may be skipped or
postponed if prospectively identified by the Investigator (e.g., national holidays, subject holidays). If Day 4 visit is missed then Day 4 assessments must be done at
the next in clinic visit. All procedures and examinations should be performed before the administration of study drug(s), except as indicated below.

Assessments only applicable if dosing cycle is changed to 28-day cycle.
The Institutional Review Board (IRB)-approved informed consent form (ICF) must be signed before any study-specific procedures or examinations are performed.

An event occurring after the subject has provided informed consent, but before the first dose of study treatment, will be collected as medical history unless the event
is either new and attributed to protocol-mandated procedures by the Investigator OR there is a significant change in the rate of occurrence or an increase in the
severity of the pre-existing condition which is judged to be clinically important and attributed to the protocol-mandated procedures by the Investigator. Any new or
clinically significant changes in the subject’s medical and/or cancer history that occur immediately after the first dose of drug will be recorded as AEs.

Include prior cancer treatments: previous immunotherapy, chemotherapy, targeted therapy, radiation, OTC medications, herbs and dietary supplements

Physical examinations at screening/baseline, at day 1 of each cycle, and at end of treatment should be complete assessments (evaluate all major organ systems,
including the following categories: general, head, eyes, ears, mouth/throat, neck, heart, lungs, abdomen, lymph nodes, joints, extremities, integumentary, neurologic,
and psychiatric). Other examinations may be focused, at the discretion of the Investigator, to identify changes from baseline or evaluate changes based on the
subject’s clinical symptoms. Weight is to be reported at each visit, height at screening/baseline visit only.

Assessments not applicable if dosing cycle is changed to 14-day cycle.

Vital signs include temperature, pulse, respiration, systolic and diastolic blood pressure, and oxygen saturation. Monitor the subject for 1 hour postdosing and record
vital signs at the end of the hour. If a subject should experience a Grade > 2 infusion reaction or hypotension during study visit subject may be monitored for 24
hours. Per clinical judgment additional monitoring might be implemented.

A 5-minute summary ECG will be performed for all subjects at screening and during the 5 minutes prior to the time points of predose, 0.5 hr + 5 min., 3 hr + 10 min,
and 6 hr + 2 hr on Day 1 of Cycles 1 and 2 and on Days 2, 3,4, 5, 8, 11, and 15 of Cycles 1 and 2. A 5-minute summary ECG starting 5 minutes before the predose
time point will be performed on Days 1 and 8 of Cycle 3 and beyond, including EOT. Frequency of ECGs may be increased if clinically indicated. Prior to
performing ECGs, subjects should rest in the supine position for at least 5 minutes. All ECGs should be taken prior to the PK draw.

Stress echocardiogram (either exercise or nuclear) will be performed for all subjects within 60 days prior to Cycle 1 Day 1 and at End of Treatment to assess for
cardiac function and left ventricular ejection fraction (LVEF). At the discretion of the Investigator, patients who are unable to perform a stress echocardiogram may
instead have a MUGA scan or TTE. The same assessment method should be used for the same subject throughout the study.

For women of childbearing potential, serum B-HCG pregnancy test is required at screening. Urine or serum pregnancy tests to be performed on Day 1 of each
subsequent cycle and EOT. A pregnancy test does not need to be performed on women who are postmenopausal for at least 1 year or surgically sterile for at least
3 months before signing the ICF.
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1.  Hematology performed at the indicated times by a central laboratory: red blood cell (RBC) count, hemoglobin (Hgb), hematocrit (Hct), mean corpuscular volume
(MCV), platelet count, white blood cell (WBC) count, and WBC differential (neutrophils, lymphocytes, monocytes, eosinophils, and basophils), mean corpuscular
hemoglobin (MCH), mean corpuscular hemoglobin concentration (MCHC) (Appendix 1). If hematology demonstrates CTCAE grade 3/4 cytopenias, increase
frequency to daily monitoring as clinically appropriate. Hematology assessments scheduled for the day of study drug dosing must be available and assessed for
toxicity before dosing. The sampling for hematology assessment can be drawn up to 24 hours prior to dosing.

m. Serum chemistry performed at the indicated times by a central laboratory: sodium, potassium, calcium, chloride, creatinine, calculated creatinine clearance
(Cockceroft-Gault), total bilirubin, albumin, alkaline phosphatase, CO2 or bicarbonate, lactate dehydrogenase (LDH), aspartate aminotransferase (AST), alanine
aminotransferase (ALT), glucose, blood urea nitrogen (BUN), total protein (TP), gamma-glutamyl transferase (GGT), and uric acid (Appendix 1).

n. Coagulation performed at the indicated times by a central laboratory: partial thromboplastin time and prothrombin time (Appendix 1).

Additional tests performed at screening, on Day 15 of Cycle 1 and 2, and at End of Treatment: thyroid stimulating hormone, lipase, amylase, free thyroxine (T4),
creatine kinase, HLA typing (only at screening) and on Day 1 beginning from Cycle 4 (Appendix 1).

p- Microscopy is required only to follow-up clinically significant urine dipstick findings. List pH, specific gravity, protein, glucose, ketones, bilirubin, blood, and
leukocyte esterase (Appendix 1).

g. Serology tests include hepatitis B surface antigen (HBsAg), hepatitis C virus antibody (anti-HCV), and human immunodeficiency virus (HIV) antibody
(Appendix 1).
r.  Unstained formalin-fixed, paraffin embedded, archival tumor tissue sections on slides are acceptable.

s.  One pre-treatment tumor tissue biopsy will be collected during screening (Cycle 1 Day 1 — 28 days). If a pre-treatment biopsy was collected within 28 days, tumor
section can be provided. One on-treatment tumor tissue biopsy will be collected at Week 3 (7 to 1 days prior to Cycle 2 Day 1). An additional tumor tissue biopsy
may be collected at the time of progression. All tumor biopsies will be collected from the same non-target lesion, if feasible. Twenty tumor biopsies will be
collected. Exceptions will be made with Medical Monitor approval for tumors that are inaccessible.

t.  The screening immunogenicity sample should be drawn within 14 days prior to Cycle 1 Day 1. No immunogenicity sample will be drawn at pre-dose on
Cycle 1 Day 1. Immunogenicity samples will be drawn at pre-dose on Cycle 2 Day 1, pre-dose on Day 1 of all odd-numbered cycles thereafter (e.g., Cycles 3, 5, 7,
etc.), and at End-of-Treatment and Follow-up.

u.  Tumor assessment at screening then every 8 weeks (+ 7 days) and End-of-Treatment (unless scan done within 4-weeks). To ensure comparability, the baseline
radiographs/scans and subsequent radiographs/scans to assess response should be performed using identical techniques. In the event of a partial response (PR) or
complete response (CR), confirmatory radiographic imaging should be completed at least 4 weeks from imaging showing a CR or PR. If the subject discontinues
treatment for a reason other than Progressive Disease, imaging will be conducted every 3 months until progressive disease is noted or start of new treatment.
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aa.

bb.

Any new or clinically significant changes in the subject’s medical and/or cancer history that occur immediately after the first dose of drug will be recorded as AEs.
All AEs, including serious AEs (SAEs), will be recorded immediately after the first dose of study drug until 30 days after the last dose of study medication. An SAE
related to study procedures or study conduct must be reported to Nektar Therapeutics if it occurs prior to first dose of study drugs. SAEs must be reported as
described in Section 8.7 of the protocol. Treatment-related AEs ongoing at the post-treatment visit should be followed to resolution or until the Investigator considers
them “chronic” or “stable”.

Biomarker sample drawn prior to dose on Day 1 and on Day 8 + 3 days. In addition, biomarker samples will be collected prior to dose on Day 1 of Cycle 3 and all
odd-numbered cycles thereafter (e.g., Cycles 3, 5, 7, etc.). If the optional tumor biopsy at disease progression is collected, collect an additional biomarker sample at
the same time.

Stool sample to be collected prior to Cycle 1 Day 1.

Blood samples (2 mL) for PK analyses will be collected in all cycles, with more intense sampling in Cycles 1 and 2. PK sample times are as follows: Cycles 1 and 2
Day 1: predose, end of administration (EOA £ 2 min), 0.5 hr + 5 min, 3 hr + 10 min, 6 hr + 2 hr, and 2, 3, 4, 5, 8, 11, and 15 days postdose. Cycle > 3: predose,
EOA + 5 mins, Day 8 and End of Treatment.

In the event of a possible study drug-related SAE throughout the study, additional PK blood samples will be drawn as close to the event as possible to help
characterize any possible relationships between drug exposure and the clinical event.

Administer at least 2 liters of fluid (IV or self-administered orally [e.g., fluid containing electrolytes]) for Days 1 to 5 of every cycle. Advise subjects to restrain from
strenuous activity and avoid long hot showers and saunas for Days 1 to 5 of every cycle. A Patient Wallet Card is available that contains important safety
information.

Administer NKTR-214 at the subject’s assigned dose level as an intravenous infusion over 15 min £+ 5 min.

Nektar Therapeutics Page 31 of 84
Confidential and Proprietary 24 Oct 2016



Protocol No. 15-214-01 Amendment 4.0 NKTR-214

2.0 INTRODUCTION
2.1 Background

Activating the immune system has the potential to produce durable responses in human cancers
(Hodi, 2010). Recent attention in immunotherapy has focused on immune activation using
checkpoint inhibitor antibodies (Topalian, 2014; Robert, 2014). However, direct immune
stimulation using cytokines can also drive immune-mediated cancer cures (Hanzly, 2014).
Aldesleukin directly stimulates the immune system and has been shown to lead to durable
responses in ~10% of people with metastatic melanoma and renal cancer (Payne, 2014).
However, in addition to aldesleukin acting as a stimulator of the immune system by activating
tumor killing CD8+ T cells (CD8T), it also suppresses the immune system by activating
regulatory T (Treg) cells (Boyman, 2012). Despite favorable clinical outcomes associated with
aldesleukin, it has several therapeutic limitations including the need for inpatient hospital
administration, 5 consecutive days of dosing, and the potential for serious toxicities, comprising
capillary leak syndrome, hypotension and pulmonary edema requiring medical management in
the intensive care unit.

A novel cytokine with optimized immune system activation and the targeted profile of
NKTR-214 (i.e., a superior safety profile allowing for outpatient administration and a longer
duration of action requiring less frequent dosing) would potentially be an important advancement
for the treatment of patients with cancer. NKTR-214 consists of IL-2, which has the same amino
acid sequence as aldesleukin, conjugated at a defined region within the protein to releasable
polyethylene glycol (PEG) chains. The PEG chains render the molecule inactive. After
administration in vivo, the PEG chains are slowly hydrolyzed to generate active cytokine
conjugates. The most active IL-2 conjugates are the 2-PEG-IL2 and 1-PEG-IL2. Presumably,
the location of the PEG chains on the active conjugated-IL-2 reduces the affinity to the IL2
receptor alpha subunit (IL2Ra), responsible for activating the undesirable Treg cells to a greater
extent than the affinity to the IL-2-receptor beta subunit (IL2Rp) relative to aldesleukin. In the
tumor, NKTR-214 preferentially activates CD8+ T cells over Tregs. In addition, NKTR-214
provides sustained exposure to active 1-PEG and 2-PEG-IL2 in tumor.

2.2 Pre-clinical Data
2.2.1 Pharmacology

Pharmacology studies investigated the mechanism of action, as well as in vitro and in vivo
activity of NKTR-214 using cell lines and syngeneic tumor models. After administration in vivo,
PEG is slowly hydrolyzed from NKTR-214 to generate active conjugated IL-2 forms,
2-PEG-IL-2 and1-PEG-IL-2. Presumably, the location of the PEG chains on IL-2 interferes with
the interaction to the receptor that activates the undesirable Treg cells in the tumor
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(Charych, 2013a). As such, this receptor bias markedly increases the ratio of tumor killing CD8
T cells to Treg cells in tumors (to > 400) (Charych, 2013b). At the same time, the active
conjugated IL-2 species released from NKTR-214 have different pharmacokinetic properties
compared to aldesleukin, leading to a sustained and higher exposure in the tumor compared to an
equivalent dose of aldesleukin (Hoch, 2013). NKTR-214, as a single agent, showed marked
tumor growth suppression in the B16F10 mouse melanoma model, requiring a 10-fold lower
cytokine equivalent dose that is administered once every 9 days, compared to twice daily dosing
required for aldesleukin. The combinatorial immunity mediated by NKTR-214 induced

CD8+ T cell activation and checkpoint blockade (anti-CTLA-4 and anti-PD-1) was synergistic,
producing durable responses in multiple murine models of human cancer. Rechallenge and
immune cell depletion studies assessing the anti-tumor activity induced by NKTR-214 combined
with anti-CTLA-4 in the EMT6 murine breast tumor model demonstrated synergistic efficacy
that was specific, durable, and dependent on both CD8T and NK cells. In all nonclinical species
tested, NKTR-214 resulted in stimulation of several markers of immune system activation, in
particular lymphocyte counts and sCD25.

2.2.2 Pharmacokinetics

Pharmacokinetic data in mice, rats, and monkeys demonstrated that a single dose of NKTR-214
provides sustained exposure to active conjugated IL-2 metabolites in both plasma and tumor.
Exposure to NKTR-214 and active metabolites was consistent across nonclinical animal species.
Active 2-PEG-IL-2 and 1-PEG-IL-2 are released gradually over 24 to 48 hours and decline in
parallel to NKTR-214, at half-lives between 15-20 hours. No differences were observed
between male and female animals, and accumulation was less than 2-fold after repeat
administrations every 14 days. The NKTR-214 PK/ADME profile of gradual formation of and
sustained tumor exposure to active 2-PEG-IL-2 and 1-PEG-IL-2 appears responsible for
improved safety profile and antitumor activity in animals.

2.2.3 Toxicology

The safety of NKTR-214 was evaluated in rats and cynomolgus monkeys for up to 6 weeks of
every 14 day (ql14d) administration (q14dx3). A PEG control was included in the rat GLP
toxicity study. Biomarkers of NKTR-214 immune stimulation (peripheral lymphocyte counts
and plasma sCD25 levels) were included in these studies. In addition, cardiovascular safety was
evaluated in a telemetry study in cynomolgus monkeys. The monkey was identified as the most
sensitive species (see Table 3). In addition, NKTR-214 binding affinity to the IL-2 receptor and
T-cell activation was comparable in vitro between human cell lines and the cynomolgus monkey
cell lines. Clinical observations in the monkey after each NKTR-214 dose included transient
(and reversible) hypoactivity, decreased appetite, emesis, diarrhea, decreased fecal output, and
hunched posture on Days 2-9 after each dose. Findings consistent with systemic immune
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stimulation included transient and dose-related increased white blood cell (WBC) counts, largely
due to the increase in lymphocytes, and an increase in sCD25 that were observed 5 to 7 days post
each NKTR-214 dose, all of which returned to baseline 14 days postdose. Noteworthy
histopathology findings in the monkey were minimal to mild inflammation in multiple organs
(including liver, heart, and kidney), hematopoiesis in bone marrow, and hypercellularity in the
thymus and spleen. These histopathologic changes partially or in some cases completely
resolved on recovery (6 weeks post last dose). Of note, no evidence of cardiovascular effects
such as ECG abnormalities, hypotension, pulmonary edema or vascular leak were found in the
monkey at the NKTR-214 maximum tolerated dose (MTD) of 0.1 mg/kg in contrast to the
reports of vascular leak at the MTD for aldesleukin (Anderson, 1993). The MTD of NKTR-214
was determined as 0.3 mg/kg in rats and 0.1 mg/kg in monkeys. Detailed descriptions of these
studies and their results can be found in the NKTR-214 Investigator’s Brochure.

23 Starting Dose Rationale

The planned Phase 1 NKTR-214 starting dose of 0.003 mg/kg is 1/ 10™ of the cynomolgus
monkey MTD (0.1 mg/kg) that has been corrected for body surface area. A dose of 0.003 mg/kg
is expected to be active in humans since it is the lowest dose tested in the monkey toxicology
study at which increases in both sCD25 (10-fold) and lymphocyte counts (2-fold) were observed.
A dosing schedule of q21d was chosen for the first in human study based on the histopathologic
changes (inflammatory cell infiltrates) in monkeys 14 days after administration of the last q14d
NKTR-214 dose that almost completely resolved with an additional 4 weeks of recovery

(6 weeks following the last dose). Table 3 shows the safety margins for the proposed clinical
starting dose of NKTR-214.

Table 3: Safety Margins for the Proposed Clinical Dose of NKTR-214
Toxicity Animal MTD HED Safety Phase 1 Starting Dose
Study (mg/kg) (mg/kg)* Margin (mg/kg)
6-week Rat (q14dx3) 0.3 0.05 17
0.003
6-week Monkey (q14dx3) 0.1 0.03 10

a. HED (Human Equivalent Dose) = (dose in animals)/(conversion factor). Conversion factor = 3.1 for monkeys
and 6.2 for rats, based on body surface area differences per “FDA Guidance for Industry: Estimating the
Maximum Safe Starting Dose in Initial Clinical Trials for Therapeutics in Adult Healthy Volunteers.” All
NKTR-214 dose levels are expressed in IL-2 equivalents.
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3.0 STUDY OBJECTIVES

3.1 Primary Objective

The primary objectives are:

e To evaluate the safety and tolerability, and define the MTD of NKTR-214.

e To evaluate the efficacy of NKTR-214 by assessing the objective response rate (ORR) at the
MTD or the dose below the MTD.

3.2 Secondary Objectives
The secondary objectives are:

e To evaluate the efficacy of NKTR-214 by assessing best overall response (BOR),

I (v ration of response (DOR), clinical benefit rate (CBR),
time to response (G

e To characterize the pharmacokinetic (PK) profile of NKTR-214 and relevant metabolites.
e To assess the immunogenicity of NKTR-214.

33 Exploratory Objectives

The exploratory objectives are:

e To assess the immunologic effect of NKTR-214 in tumor tissue on tumor-infiltrating
lymphocytes (TIL).

e To assess the immunologic effects of NKTR-214 in blood, including effects on cytokines,
NK cells, T-cells, and other serum proteins and immune modulators.
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4.0 STUDY DESIGN
4.1 Summary of Study Design

This study is a multicenter Phase 1/2, open-label, dose escalation and dose expansion study of
NKTR-214 in subjects with histologically confirmed locally advanced or metastatic solid tumors
who have measurable disease. The study will be conducted in 3 parts (Part 1 Dose Escalation
followed by Part 2 Dose Expansion).

4.1.1 Screening
Up to 28 days.
4.1.2 Open-label Treatment

4.1.2.1 Part 1: Dose Escalation

Subjects will be enrolled in groups of at least 3 subjects in each cohort during the dose escalation
phase.

The first dose to be studied will be 0.003 mg/kg administered as an IV infusion over 15

(= 5) minutes every 21 days (q21d). Dose escalation will be carried out as listed in Table 5.
Dose levels for a given cohort, as listed in Table 4, may be reduced by 25-50% depending on the
severity, duration and frequency of toxicities as well as the PK profile, if available, observed at
the previous dose level. A subject’s dose level may not be escalated once assigned.

For each dose level, the first subject enrolled will be dosed on Cycle 1 Day 1 and monitored for
safety and tolerability on Cycle 1, Days 1 through 5, before additional subjects are dosed.

In situations where a cohort of 3 subjects has been enrolled and additional subjects in screening
have been deemed eligible for the study, these additional eligible subjects may be enrolled to the
cohort. In the event of more than 3 subjects being enrolled to a cohort, the dose escalation
decision will be made when the first 3 subjects in the cohort have completed their first cycle

(i.e. completion of cycle or occurrence of a dose-limiting toxicity [DLT]). Moreover, the cohort
safety review committee or Sponsor may determine that inadequate information has been
obtained in a cohort of 3 subjects and to further understand the benefit/risk profile at a given
dose level, additional subjects may be enrolled.

Additional subjects may be enrolled at other doses and frequencies deemed to be safe to more
fully explore the safety, tolerability, pharmacokinetics, biomarker assessments, and preliminary
efficacy of NKTR-214. These additional cohorts of up to 12 subjects may be enrolled to further
evaluate NKTR-214 at the recommended phase 2 dose or at doses at or below the MTD.
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During dose escalation, subjects who are withdrawn from the study during Cycle 1 for reasons
other than occurrence of a DLT will be replaced.

A DLT is defined as a Grade 3 or higher study drug-related or possibly related AE occurring
within the first cycle of dosing (excluding Grade 3/4 transient lymphopenia < 14 days in
duration, tumor flare defined as local pain, irritation, or rash localized at sites of known or
suspected tumor, a transient, reversible < grade 3 infusion AE [< 24 hours], non-clinically
significant laboratory abnormalities, or fatigue lasting less than 72 hours) using National Cancer
Institute (NCI) Common Terminology Criteria for AEs (CTCAE) version 4.03.

All drug related AEs after Cycle 1 will continue to be collected and evaluated by the
Investigators and the Sponsor on an ongoing basis and may be taken into consideration in
determining the MTD.

Dose Escalation Scheme

For each dose level, the first subject enrolled to the dose cohort will be treated and monitored
from Cycle 1, Day 1 through Cycle 1, Day 5 for tolerance prior to the dosing of additional
subjects at that dose level. The first subject enrolled to the study will be administered
NKTR-214 at the first dose level of 0.003 mg/kg (Table 4). Enrollment into the next cohort
cannot begin until a full cycle has elapsed since the last subject’s first dose in the previous
cohort. If no DLTs occur in a cohort of 3 subjects, a new cohort of 3 subjects will be treated at
the next higher dose level (Table 5). If only 1 of 3 subjects in a cohort experiences a DLT, that
cohort will be expanded to 6 subjects. If only 1 of the 6 subjects experiences a DLT, then the
next cohort of 3 subjects will be treated at the next higher dose level. If 2 or more subjects
within a cohort experience DLTs, then that dose level will be above the MTD (the highest dose
tested where no more than 1 of 6 subjects has experienced a DLT), and new subjects will be
enrolled at the previous lower (tolerated) dose level until that cohort has 6 subjects. A subject
who is withdrawn from the study during Cycle 1 for reasons other than a DLT will be replaced.
Approximately 50 subjects will be enrolled into the dose escalation phase of the study.

Table 4: Part 1: Sample Dose Escalation Scheme
Cohort NKTR -214 Dose
Cohort 1 0.003 mg/kg
Cohort 2 0.006 mg/kg
Cohort 3 0.012 mg/kg
[ [
[ [
[ [
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The Sponsor and at least one Investigator will jointly decide the following:

e Dose levels for a given cohort, as listed in Table 4, may be reduced by 25-50% depending on
the severity, duration, and frequency of toxicities observed at the previous dose level as well
as the PK profile, if available.

e In the event that MTD is not determined at the highest dose level listed in the table, dose
escalation at no more than 100% higher than previous dose may continue.

e The schedule of dosing can be modified to every 14 or 28 days based on a review of the
safety data and available PK data.

— Note, the first dose level for every 14-day cohort will be determined as follows:
If MTD has been reached in the 21-day dosing cohort, the dosing level will be at least
one dose lower than MTD. If MTD has not been reached in the 21-day dosing cohort, the
dosing level will be at least one dose lower than the highest dosing cohort tested in the
21-day dosing cohort.

— The first dose level for every 28-day cohort will be either the MTD using the 21-day
dosing cohort (if determined) or the highest dosing cohort tested in the 21-day dosing
cohort (if MTD not determined).

e Once the MAD has been reached, lower doses and different dose schedules may be assessed,
within the anticipated total number of subjects of approximately 50.

Table 5: Dose Escalation Rules

Number of Subjects with
DLT at a Given Dose Level

Dose Escalation Decision Rule

0 out of 3

Enter 3 subjects at the next higher dose level.

1 out of 3

Will enter at least 3 more subjects at this dose level. If 0 of these additional

3 subjects experience a DLT, will proceed to the next dose level. If 1 or more of this
group suffers a DLT, then the dose escalation is stopped, and this dose is declared
the MAD. Three (3) additional subjects will be entered at a lower dose level if only
3 subjects were treated previously at that dose.

Dose escalation will be stopped. This dose level will be declared the MAD (highest
dose administered). Three (3) additional subjects will be entered at a lower dose
level if only 3 subjects were treated previously at that dose.

<1 out of 6 at highest dose
level below the maximally
administered dose

This is the MTD. At least 6 subjects must be entered at the recommended dose for
the phase 2 recommended dose.
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4.1.2.2 Part 2: Dose Expansion Scheme

At least 1 study Investigator and the Sponsor Medical Monitor will meet and decide the dose to
be studied in Part 2 before the initiation of the dose expansion cohort (either the MTD dose or
dose lower than MTD). This dose will be the recommended Phase 2 dose (RP2D), and all
subjects in the expansion cohort will receive this dose. The RP2D may also be determined based
on a biological effect of the study drug as determined by anti-tumor activity and immune
activation. The RP2D for dose expansion will be communicated via an administrative dosing
letter and enrollment in the expansion phase may begin without a protocol amendment.

Approximately 50 subjects with renal cell carcinoma (RCC) will be enrolled into Part 2.
Subjects in the expansion cohort will be treated until tumor progression (treatment may continue
if there is clinical benefit), death, unacceptable toxicity, symptomatic deterioration, achievement
of maximal response, subject choice, the Investigator’s decision to discontinue treatment, the
subject withdraws consent, or Nektar Therapeutics decides to terminate the trial.

Note: The sponsor reserves the right to evaluate two doses or two dosing schedules in each
expansion cohort if necessary based on the safety profile during the dose escalation portion.

4.1.3 Tumor Assessments

Tumor response assessments for all subjects will occur every 8 weeks (+ 7 days) (see

Section 9.0). Tumor response will be evaluated using Response Evaluation Criteria in Solid
Tumors (RECIST) version 1.1. Subjects with progressive disease (PD) but with otherwise stable
or improved performance and clinical status may continue to be treated with study drug in the
event of a perceived benefit per Investigator (e.g., non-availability of alternate standard of care
therapies). Subjects with a partial response (PR) or stable disease (SD) will continue to receive
NKTR-214 until achievement of a confirmed complete response (CR), disease progression, or
intolerability to therapy. It is at the discretion of the Investigator to continue treating subjects
with a confirmed CR.

414 Post-treatment

Subjects who discontinue NKTR-214 due to reasons other than radiographic disease progression
will continue radiologic tumor assessments every 3 months until disease progression per
RECIST vl1.1 or start of subsequent anti-cancer therapy. Subjects will also be contacted for
survival every 3 months until death, withdrawal of consent, study termination by the Sponsor,
lost to follow-up, or for a maximum of 3 years after Cycle 1 Day 1.

A schematic of the study design is presented in Section 1.1 and the Schedule of Assessments for
the Dose Escalation and Dose Expansion cohorts is in Section 1.2.
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5.0

5.1

SELECTION OF STUDY POPULATION

Inclusion Criteria

For Parts 1 and 2

1.

2.

Willing and able to provide written informed consent.

Histologically confirmed diagnosis of a locally advanced (not amenable to curative therapy
such as surgical resection) or metastatic solid tumor.

Male or female patients, age 18 years or older at the time of signing the informed consent
form (ICF)

Life expectancy >12 weeks.

. Patients must not have received interleukin-2 [IL-2] therapy within 12 months of

Cycle 1 Day 1.
Eastern Cooperative Oncology Group (ECOG) performance status 0 to 1.
Measurable disease per RECIST v1.1

Sample of archival tumor tissue and fresh baseline tumor biopsies (fresh baseline biopsy is
defined as a biopsy specimen taken within 28 days prior to Cycle 1, Day 1) are required,
except if inaccessible with Medical Monitor approval. Subjects must consent to allow
acquisition of existing formalin-fixed paraffin-embedded (FFPE) material, either a block or
unstained slides for performance of correlative studies.

Demonstrated adequate organ function, as defined below, within 14 days of treatment
initiation:

a. WBC count > 2000/uL (after at least 7 days without growth factor support or transfusion)

b. Absolute neutrophil count (ANC) > 1500/pL (after at least 7 days without growth factor
support or transfusion)

c. Platelet count > 100x 10°/ pL (transfusions allowed)
d. Hemoglobin > 9.0 g/dL (transfusions allowed)

e. Serum creatinine < 2 mg/dL (or glomerular filtration rate > 40 mL/min)
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10.

11.

12.

13.

f. Aspartate aminotransferase (AST) and alanine transaminase (ALT) < 3X upper limit of
normal (ULN)

g. Total bilirubin within normal limits unless associated with hepatobiliary metastases or
Gilbert’s syndrome, in that case total bilirubin < 2x ULN

On stress echocardiogram, documented left ventricular ejection fraction >45% on cardiac
stress test within 60 days prior to Cycle 1 Day 1. At the discretion of the Investigator,
patients who are unable to perform a stress echocardiogram may instead have a multigated
acquisition (MUGA) scan or transthoracic echocardiogram (TTE).

Oxygen saturation > 92% on room air. NSCLC patients may use supplemental oxygen.

Clinically significant toxic effect(s) of the most recent prior chemotherapy must be resolved
to Grade 1 or less (except alopecia and sensory neuropathy). Immune-related AEs from
previous therapy must be resolved to Grade 0 (except for endocrinopathies, or rash, which
can be Grade 1). If the subject received major surgery or radiation therapy of > 30 Gy, they
must have recovered from the toxicity and/or complications from the intervention.

Women of childbearing potential must agree to use highly effective methods of birth control
(defined as those, alone or in combination, that result in a low failure rate [i.e., < 1% per
year| when used consistently and correctly, such as oral contraceptives, surgical sterilization,
an intrauterine device, and/or 2-barrier methods [e.g., condom and cervical barrier such as a
diaphragm]). Protections against pregnancy must be continued for at least 3 months after the
last dose of study drug. All subjects must agree to use double-barrier contraception during
participation in this study and for at least 3 months after the last dose of study drug. This
criterion may be waived for male subjects who have had a vasectomy > 6 months before
signing ICF.

I
I
I
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15.

5.2

e. Clinically asymptomatic in screening.
For expansion cohort only:

Renal Cell Carcinoma (RCC)

a. Histologically confirmed diagnosis of unresectable or metastatic RCC with
predominantly clear cell elements

b. Must have received only 1 prior line of anti-angiogenic therapy.

c. Must not have received prior immunotherapy with immune-modulators including but not
limited to checkpoint inhibitors such as anti-PD-1, anti-PD-L1, anti-CTLA-4 antibody
and any other antibody or drug specifically targeting T cell co-stimulation or checkpoint
pathways, indoleamine 2,3-dioxygenase pathway inhibitors, cancer vaccines, adoptive
cell therapies, and cytokine therapies.

Exclusion Criteria

Use of an investigational agent or an investigational device within 28 days before
administration of first dose of NKTR-214.

2. Females who are pregnant or breastfeeding.

3. Subjects who have an active autoimmune disease requiring systemic treatment within the
past 3 months or a documented history of clinically severe autoimmune disease that requires
systemic steroids or immunosuppressive agents. (Exceptions include any subject on 10 mg
or less of prednisone or equivalent, subjects with vitiligo, hypothyroidism stable on hormone
replacement, Type I diabetes, Graves' disease, Hashimoto's disease, alopecia areata, eczema,
or with Medical Monitor approval.)

4. History of organ transplant that requires use of immune suppressive agents.

5. Use of warfarin within 14 days of initiating NKTR-214. (Note: Low molecular weight
heparin is allowed on the study).

6. Evidence of clinically significant interstitial lung disease or active, noninfectious
pneumonitis.

7. Active central nervous system (CNS) metastases.
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8. Prior surgery or radiotherapy within 14 days of therapy. Subjects must have recovered from
all radiation-related toxicities, not required corticosteroids and have not had radiation
pneumonitis.

9. Subjects who have had < 28 days since the last chemotherapy, immunotherapy, biological
therapy, or < 14 days from approved tyrosine kinase inhibitor (TKI) therapy (sunitinib,
sorafenib, vemurafenib, dabrafenib, cobimetinib), or systemic or inhaled steroid therapy at
doses greater than 10mg of prednisone or equivalent before administration of the first dose of
study medication.

10. Active infection requiring systemic therapy.

11. Has known hepatitis B virus (HBV) infection (e.g. HBsAg reactive) or hepatitis C virus
(HCV) e.g., HCV RNA qualitative is detected).

12. Has known immunodeficiency or active human immunodeficiency virus (HIV 1/2
antibodies).

13. Prolonged QTcF >450 milliseconds (ms) for men and >470 ms for women at Screening

14. History of unstable or deteriorating cardiac disease within the previous 6 months prior to
screening including but not limited to the following:

a. Unstable angina or myocardial infarction
b. Congestive heart failure (New York Heart Association [NYHA] Class III or IV)
c. Uncontrolled clinically significant arrhythmias

15. Need for > 2 antihypertensive medications for management of hypertension.

16. Known current drug or alcohol abuse.

17. Any condition including medical, emotional, psychiatric, or logistical that, in the opinion of
the Investigator, would preclude the subject from adhering to the protocol.

5.3  Removal of Subjects from Study Therapy or Assessment

Subjects may choose to discontinue the trial at any time, for any reason, and without prejudice to
further treatment.
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Subjects may stop participating in or be withdrawn from the study for any of the following
reasons, but are to be followed according to the procedures section for progression of disease and
for safety until resolution or permanent sequelae of all toxicities attributable to the study drug.

e Subject has progressive disease,

e Occurrence of a clinically significant AE found to be unacceptable by the Investigator;
e Subjects who need more than 6 weeks to recover from treatment-related toxicities;

e Symptomatic deterioration,

e Achievement of maximal response,

e Noncompliance of the subject with protocol-mandated procedures based on agreement of
both the Investigator and Sponsor;

e Continued participation is no longer in the subject’s best interest in the opinion of the
Investigator;

e [fa female subject becomes pregnant, administration of the study drug must be discontinued
immediately;

e Withdrawal of Consent;
e The study is terminated by the Sponsor.

In the event of a subject’s withdrawal, the Investigator will promptly notify the Sponsor and
make every effort to complete the Early Termination assessments specified in the Schedule of
Assessments (Section 1.2).
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6.0 TREATMENT PLAN (DOSE ESCALATION AND DOSE EXPANSION)
6.1 Overview

The study has a screening period, treatment period and post-treatment period. All procedures are
outlined in the Schedule of Assessments (Section 1.2).

6.2 Screening Period

Subjects will provide written informed consent to participate in the study before completing any
protocol-specified procedures or evaluations not considered to part of the subject’s normal care.
After signing the ICF subjects will be evaluated for entry criteria during the Screening period
within 28 days before administration of study drug.

6.3 Treatment Period

Subjects who meet the selection criteria may start NKTR-214 treatment within 28 days following
the Screening visit. The treatment period of the study is divided into multiple 21-day cycles with
associated evaluations and procedures. Results of the assessments must be reviewed and
documented before administering the first dose of the next cycle. No subject will be permitted
escalation of dose level after assignment to a specific NKTR-214 dose level. Dose reductions
after Cycle 1 due to AEs may occur following a discussion with the site Investigator and Medical
Monitor. Every effort should be made to schedule visits within the protocol-specified windows.

For each dose level in Part 1, the first subject enrolled into a given dose cohort will be treated
and monitored from Cycle 1, Day 1 through Cycle 1, Day 5 for safety and tolerability prior to
dosing of additional subjects at that dose level.

Cycle 1, Day 1 will be the first day of treatment with NKTR-214 and Cycle 2, Day 1 will be the
first day of the second dose of NKTR-214. Results from Day 1 laboratory evaluations must meet
eligibility criteria prior to Cycle 1, Day 1 dosing.

During dose escalation, subjects who drop out prior to completion of Cycle 1 will be replaced
unless the subject discontinued due to a DLT. During dose expansion, subjects will not be
replaced.

Subjects will be treated until unacceptable toxicity, or disease progression per RECIST

version 1.1. In the p